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DETAILED ACTION 

The amendment filed on May 5, 2005, canceling claim 1, has been entered. 
Claims 2-54 are pending. Claims 2, 5 and 22-54 are withdrawn. Claims 3-4 and 
6-21 are under consideration. 

Response to Arguments 

Applicant's amendment and arguments filed on May 5, 2005, have been fully 
considered and are deemed to be persuasive to overcome the rejections previously 
applied. Rejections and/or objections not reiterated from previous office actions are 
hereby withdrawn. 



Claim Rejections - 35 USC § 102 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 3-4, 6-8, 10-17 and 19-21 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Yu et al. 

Claims 3-4, 6-8, 10-17 and 19-21 are drawn to a method of detecting/measuring 
activity of COX-2 by detecting PGH 2 -EA metabolites, wherein COX-2 activity is 
detected/measured via standard values/curves, various samples are derived from 
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mammals, PGH 2 -EA metabolites are detected via a mass chromatogram or the 
detection step includes an immunoassay. 

Yu et al. (Reference BN: PTO-1449) teaches a method of detecting/measuring 
COX-2 in a sample derived from a mammalian cell by detecting/measuring a PGH2-EA 
metabolites (Figures 2-6 and pages 21 1 82). Arachidonyl ethanolamide (AEA), a 
precursor for PGH 2 -EA metabolites is not a substrate for COX-1 and therefore, the 
method of Yu et al. only selectively detects COX-2 activity (page 21 182, right column, 
page 21 1 83, right column, page 21 1 84, right column and page 21 1 86, left column). Yu 
et al. generates a standard value and curve for determining COX-2 activity (Figure 1 
and Table 1). Yu et al. detects/measure COX-2 activity by detecting PGH2-EA 
metabolites via a mass chromatogram (Figures 3-5) and immunoassays (Figure 2 and 
Figure 6). 

The metabolites detected in the method of Yu et al. encompasses the 
metabolites recited in claims 7 and 1 6 because the recited metabolites are naturally 
produced, enzymatically or nonenzymatically, from upon oxidation of AEA by COX-2. 
Yu et al. teaches that the metabolites of AA and AEA are identical (page 21 1 85, left 
column and see KEGG - prostaglandin and leukotriene metabolism - form PTO-892). 

Therefore, the teachings of Yu et al. anticipate claims 3-4, 6-8, 10-17 and 19-21. 

In response to the previous Office Action, applicants have traversed the above 
rejection. 

Applicants argue that Yu et al. fail to disclose or suggest a method whereby 
direct detection of the claimed metabolite are indicative of an activity of a COX-2 
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enzyme, i.e. step of detecting a COX-2 specific metabolite or detecting a metabolite of a 
COX-2 selective substrate to show COX-2 activity or whereby direct detection and 
quantification is indicative of an activity of a COX-2 enzyme. Examiner respectfully 
disagrees. The claims are drawn to a method of detecting/measuring activity of COX-2 
by detecting PGH 2 -EA metabolites. Yu et al. does teach a method of 
detecting/measuring activity of COX-2 by detecting PGH2-EA metabolites. Since Yu et 
al. teaches that arachidonyl ethanolamide (AEA), a precursor for PGH 2 -EA metabolites 
is not a substrate for COX-1, presence of PGH 2 -EA metabolites "indicates the activity of 
the COX-2 enzyme" (as recited by the claim). 

Applicants also argue that Yu et al. fails to disclose or suggest the downstream 
metabolites of the present invention, the significance of their presence and 
quantification. Examiner respectfully disagrees. As stated by applicants, Yu et al. 
disclose detecting/quantifying PGE2 ethanolamide (page 21185). Since the claims do 
not recite the limitation that all the PGH 2 -EA metabolites be detected/quantified, but 
selected from the group consisting of the recited PGH 2 -EA metabolites, the reference of 
Yu et al. anticipates the claims. 

Applicants also note that Yu et al. states "At the present time the physiological 
significance of the metabolism of AEA by COX-2 is not known.". The statement is moot 
since the claims are not drawn to any aspect of the physiological effects of AEA 
metabolism since PGH 2 -EA metabolites are detected from a sample obtained from a 
mammal. 
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Applicants also argue that the present invention provides significant advantages 
over the prior art, such as the ability to detect and/or quantify COX-2 directly in the 
patient. The argument is moot because the claims are not drawn to a method of 
detecting or quantifying COX-2 directly in the patient, but detecting PGH 2 -EA 
metabolites from a sample obtained from a mammal. 

Hence the rejection is maintained. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 
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Claims 9 and 18 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Stichtenoth et al. and Yu et al. 

Claims 9 and 18 are drawn to a method of detecting/measuring activity of COX-2 
by detecting PGH2-EA metabolites, wherein the sample is urine. 

Stichtenoth et al. (form PTO-892) teaches the use of urine sample for assay of 
XOX activity in general (abstract). From this reference, one of skilled in the art can 
conclude that urine can be used as a sample for detecting COX activity. Stichtenoth et 
al. teaches detecting/measuring COX-2 activity by detecting/measuring PGH2 
metabolites in urine samples (abstract). 

The reference of Stichtenoth et al. does not teach a method of selectively 
detecting/measuring COX-2 activity by detecting PGH 2 -EA metabolites in urine 
samples. 

The reference ofYu et al.as it applies to claims 3-4, 6-8, 10-17 and 19-21, 
teaches a method of detecting/measuring COX-2 in a sample by detecting/measuring a 
PGH2-EA metabolites (Figures 2-6 and pages 21 182). 

Combining the teachings of Stichtenoth et al. and Yu et al., it would have been 
obvious to one having ordinary skill in the art use urine samples to the method Yu et al. 
to detect COX-2 activity. One of ordinary skill in the art would have been motivated to 
selectively detect/measure COX-2 activity in I urine sample since the sameple can be 
easily obtained from a subject. One of ordinary skill in the art would have had a 
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reasonable expectation of success since Stichtenoth et al. teaches the use of urine 
sample for measuring/detecting COX-activity and Yu et al. successfully teaches 
selective detection/measurement of COX-2 activity in a sample. 

Therefore, the above references render claims 9 and 18 prima facie obvious to 
one of ordinary skill in the art. 

In response to the previous Office Action, applicants have traversed the above 
rejection. 

Applicants argue that Stichtenoth et al. fails to remedy the deficiencies of Yu et 
al., which was discussed above, and since the cited references must, when combined, 
teach or suggest all of the claim limitations, the above combination does not present a 
prima facie case of obviousness. Since the reference of Yu et al. does anticipate claims 
3-4, 6-8, 10-17 and 19-21 as discussed above, the combined teachings of Yu et al. and 
Stichtenoth et al. do teach or suggest all of the claim limitations. 

Hence the rejection is maintained. 

None of the claims are in condition for allowance. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Yong Pak whose telephone number is 571-272-0935. 
The examiner can normally be reached 6:30 A.M. to 5:00 P.M. Monday through 
Thursday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ponnathapu Achutamurthy can be reached on 571-272-0928. The fax 
phone numbers for the organization where this application or proceeding is assigned 
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are 703-872-9306 for regular communications and 703-872-9307 for After Final 
communications. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 571-272- 



1600. 




Yong D. Pak 
Patent Examiner 
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